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Delusional paranoia has been associated with severe mental
illness for over a century. Kraepelin introduced a disorder
called ‘‘paranoid depression,’’ but ‘‘paranoid’’ became
linked to schizophrenia, not to mood disorders. Paranoid
remains the most common subtype of schizophrenia, but
some of these cases, as Kraepelin initially implied, may
be unrecognized psychotic mood disorders, so the rela-
tionship of paranoid schizophrenia to psychotic bipolar dis-
order warrants reevaluation. To address whether paranoia
associates more with schizophrenia or mood disorders, a
selected literature is reviewed and 11 cases are summarized.
Comparative clinical and recent molecular genetic data find
phenotypic and genotypic commonalities between patients
diagnosed with schizophrenia and psychotic bipolar disor-
der lending support to the idea that paranoid schizophrenia
could be the same disorder as psychotic bipolar disorder. A
selected clinical literature finds no symptom, course, or
characteristic traditionally considered diagnostic of schizo-
phrenia that cannot be accounted for by psychotic bipolar
disorder patients. For example, it is hypothesized here that
2 common mood-based symptoms, grandiosity and guilt,
may underlie functional paranoia. Mania explains para-
noia when there are grandiose delusions that one’s posses-
sions are so valuable that others will kill for them.
Similarly, depression explains paranoia when delusional
guilt convinces patients that they deserve punishment. In
both cases, fear becomes the overwhelming emotion but pa-
tient and physician focus on the paranoia rather than on
underlying mood symptoms can cause misdiagnoses. This
study uses a clinical, case-based, hypothesis generation ap-
proach that warrants follow-up with a larger representative
sample of psychotic patients followed prospectively to deter-
mine the degree to which the clinical course observed herein
is typical of all such patients. Differential diagnoses, no-
menclature, and treatment implications are discussed

because bipolar patients misdiagnosed with schizophrenia
are severely misserved.
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Introduction

Modern psychiatry began in the mid- to late 19th century
when several syndromes including paranoia were consol-
idated by Emil Kraepelin and called dementia praecox,1

later renamed ‘‘schizophrenia’’ by Eugene Bleuler in
1911.2 The ‘‘Kraepelinian dichotomy’’ described 2 sepa-
rate diseases to explain severe mental illness, schizophre-
nia and manic-depressive insanity or bipolar disorder.1

Bleuler2 and then Schneider3 emphasized that psychosis,
to include a paranoid delusional system, was pathogno-
monic of schizophrenia and discounted the diagnostic
implications of mood symptoms. A very different idea
was presented in 1905 when Specht4 said that all psycho-
ses were derived from mood abnormalities.5 Kraepelin
had also linked paranoia and mood when he used the
term ‘‘paranoid depression’’ to describe an illness with
a high rate of suicide, severe depression, paranoia, and
auditory hallucinations.1,5 The 1933 introduction of
schizoaffective disorder6 recognized the diagnostic rele-
vance of mood symptoms in psychotic patients, linked
schizophrenia (psychosis) and mood disorders, and
eroded the concept of the Kraepelinian dichotomy.7–11

Some now consider schizoaffective disorder to be a psy-
chotic mood disorder and not a subtype of schizophrenia
or a separate disorder.7–12 In addition, certain authors in
the United Kingdom have associated paranoia with de-
pression and delusional guilt.5 One group in the 1970s im-
plied that about 95% of their sample of patients
diagnosed with paranoid schizophrenia actually suffered
from mania because ‘‘classic bipolar’’ patients were ob-
served to suffer paranoid delusions.13

Despite these linkages of paranoia and psychosis
with mood disorders, the concepts of Bleuler2 and
Schneider3 that bound paranoia and all functional psy-
choses to schizophrenia prevailed, and such cases typi-
cally have been diagnosed with paranoid schizophrenia
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or postschizophrenic depression, not as psychotic mood
disorders.5 Paranoia continues to be associated with
schizophrenia, rather than with bipolar disorder, both
as the most common subtype and as a core diagnostic
symptom, as reflected in the current Diagnostic and Sta-
tistical Manual of Mental Disorders, Fourth Edition, Text
Revision (DSM-IV-TR), the International Classification
of Diseases, Tenth Edition (ICD-10), and major textbooks
of psychiatry.14

However, when mood disorders are explored as a
source of paranoia, a different causal relationship presents
itself (figure 1). If psychotic mood disorders explain many
paranoid presentations, as suspected over 30 years ago,13

questions arise about the distinction between schizophre-
nia and psychotic mood disorders.7,8,13,15–19Selected
reviews of symptoms, course, prognosis, family heritabil-
ity, and epidemiology conclude that there are no disease-
specific characteristics of schizophrenia and that the
DSM diagnostic criteria for schizophrenia are common
to psychotic bipolar disorder patients.7,8,15–20 Further
indications of closure toward one disease derive from re-
cent basic science data, especially molecular genetic and
neurocognitive studies, that show considerable overlap
and similarities between schizophrenia and psychotic bi-
polar disorder.18–32 One author states that ‘‘. of the (11)
chromosome loci found for the transmission of schizo-
phrenia and bipolar disorder, eight have been found to
overlap ....’’28 Crow30,31 advances an explanation for
the 3 or more loci that do not overlap between schizo-
phrenia and bipolar that is compatible with a single dis-
ease to explain all 3 of the functional psychoses:
‘‘Epigenetic variation associated with chromosomal rear-
rangements that occurred in the hominid lineage and that
relates to the evolution of language could account for
predisposition to schizophrenia and schizoaffective dis-
order and bipolar disorder and failure to detect such var-
iation by standard linkage approaches.’’

There are established differences between psychotic
and nonpsychotic bipolar disorders.15–17 Psychotic
mood disorders are often phenotypically indistinguish-
able from schizophrenia, so it is likely that psychotic
mood-disordered patients have been misdiagnosed with
schizophrenia. Differences considered to exist between
‘‘schizophrenia’’ and ‘‘classic’’ (nonpsychotic) bipolar
disorder may be explained by the differences between
psychotic and nonpsychotic (classic) bipolar.

The symptom of paranoia, in particular, has been the
focus of genetic studies. For example, although prelimi-
nary, familial aggregation data reveal that paranoid de-
lusional proneness is an endophenotype common to
patients diagnosed with schizophrenia and psychotic bi-
polar disorder but not nonpsychotic bipolar disorder.16

Schulze et al17 extended this work by linking persecutory
delusions (paranoia) to variance at a specific locus, the D-
amino acid oxidase activator/G30, located on chromo-
some 13q34, in patients diagnosed with schizophrenia

and with psychotic bipolar disorder. More recent results
link this locus primarily to mood disorders ‘‘across the
traditional bipolar and schizophrenia categories.’’29

Such genotypic overlap, when considered with the pheno-
typic similarities, suggests the hypothesis that the disease
called paranoid schizophrenia may be psychotic bipolar
disorder and not a separate disorder. Bipolar disorder
is more likely than schizophrenia to be the single disease
because bipolar is scientifically grounded with unique,
disease-specific diagnostic criteria, while schizophrenia
has no disease-specific criteria.7,12,15 The following review
of 11 patients, each initially diagnosed with schizophrenia
but subsequently revealed to suffer from a psychotic mood
disorder, serves to illustrate these ideas (table 1). All subjects
gave their written informed consent to participate in this
Institutional Review Board-approved research.

Case 1

A 58-year-old Vietnam veteran living in a suburban
neighborhood was presented to the emergency depart-
ment (ED) in handcuffs accompanied by police. He
reported to the interviewing psychiatrist that he had
nailed shut his doors and windows except for small slits
through which he ‘‘planned to fire on attacking Central
Intelligence Agency (CIA) operatives.’’ Having amassed
numerous small arms weapons including an illegal, fully
automatic machine gun, he brought attention to himself
by spraying automatic gunfire through his attic because
he thought that ‘‘they had gotten into the attic.’’

Fig. 1. Psychotic Depression Can Cause Delusions of Exaggerated
Severity of Past ‘‘Sins’’ Leading to Delusional Guilt. Such guilt
stimulates thoughts that punishment is deserved and imminent. The
fear of punishment, torture, and/or execution defines the paranoid
psychosis that consumes these patients’ lives. Similarly, psychotic
mania can cause delusional grandiosity of ownership of valuable
possessions. A logical result is the delusional belief that others want
these possessions and are going to kill to get them, leading to
paranoid psychosis. Because these patients present with complaints
of fear for their lives, thecore symptomsof themooddisordermaybe
overlooked and a misdiagnosis of paranoid schizophrenia made.

C. R. Lake
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Table 1. Case Characteristics

Case No.
Age/Sex;
Job/School ED Presentation Initial Symptoms

Initial
Diagnosis

Subsequent
Symptoms

Paranoia
Caused by

Actual Patient
Experience
(‘‘Thread of
Truth’’)

Final
Diagnosis

1 58/M;
Unemployed
day laborer/
college
graduate,
Vietnam
Veteran

Handcuffed,
paranoid,
fearful,
agitated,
resistant,
involuntary

Feared elimination
by CIA; feared
poison

PSa Decreased sleep
with increased
activities;
grandiosity; lost
20 pounds due to
‘‘no time to eat’’;
made over 300
phone calls to the
CIA often
between midnight
and 4 AM

Believed that he
possessed critical
knowledge about
the Vietnam war
that was
embarrassing to
the US
government who
had sent the CIA
to eliminate him

Had fought
in Vietnam

BP-I manic,
severe withb

2 46/M; Military
officer/college
graduate, PhD
in engineering

Escorted by MP’s,
handcuffed,
paranoid, fearful,
agitated, resistant,
involuntary

Feared for his life
from assassination
by KGB and
NSA; coded
messages from TV

PS Decreased sleep
with increased
activities;
grandiosity;
called President
Reagan multiple
times; moved
daily from motel
to motel to escape
assassination

Believed that he
had a Star Wars
missile design
that the KGB and
NSA wanted for
themselves

Was a rocket
engineer

BP-I manic,
severe with

3 28/M; Microbiology
technician/college
graduate

Delusional
paranoia,
assaultive,
restrained in
ED,
involuntary

Feared his murder
by Al Qaeda was
imminent; feared
poison

PS Decreased sleep
with increased
activities; worked
on his computer
24/7 for weeks;
grandiosity;
marked weight
loss due to fear of
poison

Believed God
had named him
as a Christian
prophet and that
Al Qaeda would
assassinate him
with anthrax
because of his
Christianity

Was a microbiologist
and in New York
City on November
11, 2001

BP-I manic,
severe with

4 29/M; Musician Police escort,
delusional
paranoia,
violent,
restrained,
involuntary

Feared execution
by Cuban Mafia;
messages from
TV and radio

PS Decreased sleep
with increased
activities;
grandiosity;
moved from city
to city to escape
harm

Believed that he
had a recording
worth millions
that the Cuban
Mafia wanted

Was a Cuban
musician who
supported the
anti-Castro effort

BP-I manic,
severe with
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Table 1. Continued

Case No.
Age/Sex;
Job/School ED Presentation Initial Symptoms

Initial
Diagnosis

Subsequent
Symptoms

Paranoia
Caused by

Actual Patient
Experience
(‘‘Thread of
Truth’’)

Final
Diagnosis

5 24/M;
Unemployed/
college graduate

Delusional
paranoia,
disorganized,
voluntary

Feared execution
by Cali Cartel

PS Decreased sleep
with increased
activities; fleeing
for his life;
grandiosity; kept
walking and lived
on the street to
avoid capture

Believed that he
possessed
a formula to
make synthetic
narcotics so the
Cali Cartel
wanted it and
him dead

Was from
Columbia,
South America
and a chemistry
major

BP-I manic,
severe with

6 56/M;
Unemployed
house painter/
high school
graduate

Delusional
paranoia,
disorganized,
suicidal,
voluntary

Feared death at
the hands of the
devil and God;
feared poison

PS,
postschizo-
phrenic
depression

Psychotic, suicidal
depression
followed by
psychotic mania
when he ordered
10 000 oysters in
the shells for
a party for the
governor of the
state of North
Carolina

Believed that he
had sinned over
40 y before and
deserved torture
and death by God
and the devil;
believed that he
was friend to the
governor

Did steal $5 from
his boss’ gas
station at 15 y
of age

MDD, severe
withc; then
BP-I, manic,
severe with

7 28/M; Fast-food
restaurant
worker/college
graduate

Delusional
paranoia,
handcuffs,
catatonia,
coprophilia,
involuntary

Feared his
execution by hit
men; poison

PS Decreased sleep
with increased
activities;
disorganization
due to racing
thoughts;
grandiosity;
premeditated
corprophilia with
a purpose to get
transferred to
escape hit men

Believed that he
was to gain
ownership of his
bank, but hit men
were sent to kill
him to get the
bank for
themselves;
planned on
millions in
purchases

Did make trips to
the bank on
a regular basis for
his mom

BP-I manic,
severe with

8 40/F; Unemployed
lawyer/law
school graduate

Delusional
paranoia,
suicidal,
voluntary

Auditory
hallucinations
keeping up
a running
commentary

PS Psychotic, suicidal
depression;
delusional guilt;
persecutory
delusions;
persistent
psychosis with
downward drift
to homelessness;
history of
hypomanic
episodes

Believed that
she was such
a failure that she
deserved torture
and death; then
feared her torture
and death

Lost several legal
positions and
then was fired
from even menial
jobs

BP-II,
depressed,
severe with
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Table 1. Continued

Case No.
Age/Sex;
Job/School ED Presentation Initial Symptoms

Initial
Diagnosis

Subsequent
Symptoms

Paranoia
Caused by

Actual Patient
Experience
(‘‘Thread of
Truth’’)

Final
Diagnosis

9 54/F; Artist/
master’s degree

Police escort,
delusional paranoia,
assaultive,
involuntary

Feared ‘‘rogue
CIA and Cuban
agents’’ trying to
kill her; messages
from TV

PS Decreased sleep
with increased
activities; had
flown from New
York to Chicago
at last minute;
extensive
grandiosity;
angry; violent;
loud; intrusive

Complex
grandiose
delusional system
incorporating the
jewels of the
Queen of Spain,
Fidel Castro, and
the assassination
of President
Reagan

Had visited Spain
and Cuba and
had a distant
relative with
a low-level CIA
position

BP-I, manic,
severe with

10 62/F; Unemployed/
college graduate

Police escort,
delusional
paranoia,
involuntary

Feared her
imminent
assassination by
‘‘anti-Jewish
foreign agents’’

PS Decreased sleep
with extensive
writing to the US
Department of
State for 20–24 h
a day sustained
episodically over
decades; fled
lodging when TV
or radio indicated
she had been
located; walked
all night to
escape; slept on
the streets

Believed that she
was an
undercover
foreign affairs
advisor for the
US State
Department
covertly tasked to
protect the Jewish
people

Had held a
low-level job in
the US
government in
her 20s

BP-I, manic,
severe with

11 36/F; Nurse/college
graduate

Ambulance,
unconscious due
to overdose in
a serious attempt
to die

Feared her
capture by law
enforcement,
sentencing to
death and
execution

PS or
postschizo-
phrenic
depression

Psychotic suicidal
depression;
endorsed full
manic episodes in
the past with
decreased sleep
and a marked
increase in
dangerous
activities due to
spur of the
moment impulses
and lack of
judgment

Believed that she
had ‘‘murdered’’
by neglect
a terminal, 4-y-
old patient under
her care in
hospice

Had lost such
a patient under
her hospice care

BP-I, depressed,
severe with

Note: ED, emergency department; M, male; F, female; CIA, Central Intelligence Agency; MP, military police; KGB, (Soviet) State Security Committee; NSA, National
Security Agency.
aPS is schizophrenia, paranoid type.
bBP-I, manic, severe with is bipolar type I, manic, severe with psychotic features.
cMDD, severe with is major depressive disorder, severe with psychotic features.
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The patient’s behavior and resistance in the ED ne-
cessitated involuntary commitment. On the unit, he was
agitated and fearful, avoiding eye contact, any commu-
nication, and taking anything by mouth because he
feared he would be poisoned. A thorough medical
work-up for organic causes, including a urine drug
screen, blood work, and imaging studies, was negative.
He was diagnosed with schizophrenia, paranoid type. Af-
ter 3 days of intramuscular (IM) haloperidol (Haldol) 10
mg twice a day, he began to eat and drink as well as to
reluctantly cooperate with the staff, providing further
history.

This individual said that he had led illegal US govern-
ment operations in Cambodia and had become con-
vinced that the CIA intended to eliminate him for
fear he would ‘‘publish his memoirs.’’ He said that
during the past 2 weeks, he had called the CIA over
300 times, frequently between midnight and 4 AM. Fur-
ther, he said that he had not slept or eaten for fear of
‘‘getting overrun’’ and had lost over 15 pounds. He
admitted that his thoughts had been racing. The patient
said that a war buddy he had called had told him to slow
down and had finally hung up on him. He had stopped
using his telephone for calls other than the CIA for ‘‘fear
of wiretaps.’’

Although he endorsed prior episodes of major depres-
sion, he had not sought treatment. His diagnosis was
changed to bipolar disorder, type I (BP-I), manic, severe
with psychotic features. Lithium was rapidly titrated
to a therapeutic blood level and effectively stabilized
his mood. In subsequent outpatient follow-up, the pa-
tient revealed that he had a paternal uncle who had pre-
viously been diagnosed with BP-I and was also taking
lithium.

Case 2

Prior to the fall of the Soviet Union, a 46-year-old di-
vorced senior military aerospace engineer presented to
military police (MP) afraid for his life and with his brief-
case chained to his wrist. His chief complaint was that
the (Soviet) State Security Committee (KGB) and the
National Security Agency (NSA) were following him
and planned to ‘‘erase him.’’ He tried to leave the ED
when he became suspicious of the interviewing physician.
He was restrained by the MP’s and forcibly admitted to
the locked unit. With affect of agitation and paranoia, he
was prescribed an antipsychotic combined with a benzo-
diazepine. The patient’s absent without leave status for
over 2 months, his rank as an officer, and his high-level
security clearance were confirmed. After 2 days on the
unit, he admitted that he had ‘‘gone underground,’’
had moved every 2–3 days, and had not reported for
duty in order to escape assassination. He claimed to
have received coded messages from the TV over the pre-
vious 3–4 weeks, telling him that he was in danger of at-

tack by the KGB ‘‘who had conspired with the NSA to
eliminate him.’’ He was diagnosed with schizophrenia,
paranoid type.
Subsequently, the patient said that he had been work-

ing 20–24 hours every day for the past 2 months and had
developed a ‘‘StarWars’’ intercontinental ballistic missile
interceptor system. A secret pocket of his briefcase con-
tained several hundred pages of neatly drawn formulas,
calculations, and scale drawings of his system. He had
attempted numerous times to call the President, Ronald
Reagan. He admitted losing weight, racing thoughts, no
need for sleep, and increased energy during the previous
2/5 months. He had suffered 2 episodes of major depres-
sion in the past and had had several unrecognized hypo-
manic episodes, when he became more productive. He
was given carbamazepine (Tegretol) that was appropri-
ately titrated, and his diagnosis was changed to BP-I,
manic, severe with psychotic features.

Case 3

A 28-year-old Eastern European, single, male, working
as a microbiology technician, was brought to the ED
by his parents. He tried to leave the ED, became assaul-
tive, was forcibly restrained, and was admitted involun-
tarily. On the unit, he was mute, fearful, and socially
withdrawn. He paced the floors, refusing food, water,
or medicine because of his fear of poison. His laboratory
work and physical examination revealed marked de-
hydration. He suffered a major motor seizure, but sub-
sequent neurologic work-up was negative, and the
seizure was attributed to his electrolyte imbalance. He
was given IM antipsychotic medication and was forced
to take intravenous fluid. The patient was diagnosed
with schizophrenia, paranoid type.
Amedical student elicited the patient’s history from his

parents. They said that he had not slept for at least 2
weeks, had stopped going to work, and ‘‘was working
on his computer 24/7.’’ They said that he had appeared
distracted, frightened, and suspicious but was noncom-
municative about whatever was bothering him. After sev-
eral days on the unit, the patient said that he feared for his
life because ‘‘God selected me as a prophet.’’ He said that
Al Qaeda operatives had found out about his high
Christian religious position and intended to kill him on
September 11, 2002. This delusion may have related to
his having been in New York a year earlier. The patient
believed that Al Qaeda intended to send him anthrax and
that he would die and be blamed for the resultant holo-
caust. He admitted that he suspected that the staff on
the inpatient unit had been infiltrated by Al Qaeda
operatives. It was learned that his maternal grandmother
had suffered several ‘‘psychotic breakdowns.’’ His diag-
nosis was changed to BP-I, manic, severe with psychotic
features, and mood-stabilizing medications were
prescribed.
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Case 4

A 29-year-old single male musician, of Cuban descent,
presented to the ED in police custody. The patient was
apprehended after striking a passerby on the street
who he believed was a Cuban agent about to kill him.
Saying that he feared for his life, he became suspicious
of ED staff and seemed to be attending to unobserved
external stimuli. He was prevented from leaving the
ED after becoming aggressive, necessitating restraints,
and involuntarily admission. He was diagnosed with
schizophrenia, paranoid type, and medicated with IM
antipsychotics.
Because his psychosis resolved, the patient began to co-

operate, revealing that he believed he possessed the re-
cording of a song he had composed and performed
that was ‘‘worth millions of dollars.’’ He believed the
CubanMafia wanted the recording for the profit it would
generate and were justifying their crime because his lyrics
were anti-Castro in tone. Two weeks before his admis-
sion, he had begun staying up all night, vigilant, to pro-
tect himself, and was getting signals from the TV and
radio warning him that the Cuban Mafia had located
him. As a result, he had moved several times. As in
the preceding cases, this patient’s diagnosis and medica-
tions were appropriately changed, resulting in effective
mood stabilization.

Case 5

A 24-year-old Columbian, unemployed, college graduate
with amajor in chemistry presented to the ED in a dishev-
eled, unshaven, and unbathed state. He said that he had
been fleeing from Cali Cartel agents for over 6 months,
and when he sought protection from the police, they had
told him to come to the ED. He was disorganized and
suspicious, appearing to address unseen external stimuli.
He was admitted voluntarily and diagnosed with schizo-
phrenia, paranoid type.
More careful interviews with him revealed that the rea-

son behind his fears was his belief that he had developed
a formula to cheaply produce a very potent narcotic. His
synthetic drugwould eliminate the need to grow opium or
coca. He believed the Cali Cartel had discovered his in-
vention and had sent agents to torture and kill him for the
formula. He knew the names of the Cartel bosses and dis-
cussed them as if they were intimate acquaintances. He
had not slept for days, fleeing the Cartel’s agents. Again,
the diagnosis was changed.

Case 6

A 56-year-old unemployed house painter, escorted to the
ED by the police, was voluntarily admitted to the psychi-
atric locked ward because ‘‘the devil is coming to take me
away.’’ A passerby had called the police after seeing this

man standing suspiciously on a bridge. Claiming that he
deserved to die, he wanted to jump to his death before the
devil got him. He was unshaven, unclean, and emaciated.
On the unit, his affect remained terrified, tearful, and sus-
picious; he would not accept anything by mouth. He said
that he heard voices of the devil andGod arguing over who
should kill him. He said that he heard the devil say that he
was ‘‘coming up the hospital stairs’’ and ‘‘had corrupted
the nursing staff.’’ He was diagnosed with schizophrenia,
paranoid type or postschizophrenic depression, and forc-
ibly treated with IM haloperidol (Haldol).
As he began to improve, he endorsed the symptoms of

a major depressive episode that had escalated over the
prior 8 months. He repeatedly said that he deserved to
die for a past ‘‘sin.’’ He asked for help to die in order
to prevent ‘‘falling into the hands of the devil.’’ Several
days later, he revealed that his sin was stealing $5 from
the gas station where he worked when he was 15 years
old. He said that he had had ‘‘a first date with a girlfriend
and no money.’’ His diagnosis was changed to major
depressive disorder, severe with psychotic features, and
he was given amitriptyline (Elavil) in addition to the
haloperidol.
Nine months later, he was readmitted in handcuffs. His

wife had called the sheriff after a dump truck entirely
filled their front yard with 10 000 fresh oysters in the
shell. The patient exhibited racing thoughts, pressed
speech, irritability, and said that he had not slept ‘‘for
weeks’’ while planning a party for the state legislature
and governor. His diagnosis and medications were
changed again. Lithium combined with valproic acid
(Depakote) stabilized his mood. The implications of
his misdiagnoses and inappropriate pharmacotherapy
are discussed below.

Case 7

A 28-year-old single, never-married male was escorted to
the ED by law enforcement officers after neighbors
reported his bizarre behavior. He had been kneeling mo-
tionless on his mother’s front lawn and had remained in
a stiff kneeling position (catatonic) when the police
picked him up. He said that the ‘‘hit men’’ hidden across
the street had aimed ‘‘deadly ray guns all around me so
that if I moved an inch, I was dead.’’ He said that the hit
men had been after him for over a year but had recently
picked up his trail and his execution was imminent. He
was college educated but worked menial jobs, had always
lived with his mother, and described himself as a ‘‘loner.’’
On the second night of his inpatient stay, the staff found
him cowered in the far corner of his room, naked, having
smeared his feces in his hair, face, and mouth. He later
said that he did this to get himself transferred to the state
hospital because the staff at the academic medical center
had been ‘‘infiltrated by the hit men.’’ He was diagnosed
with schizophrenia, paranoid type.
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Because his psychosis began to resolve, he volunteered
for a student interview course where he revealed that 3
years prior to his admission he had suffered a major de-
pressive episode followed by a hypomanic period when he
began to think that ownership of his mother’s local bank
that he frequented was going to be transferred to him.
Over the ensuing months, he began to make plans about
the use of his newfound wealth listing several million dol-
lars of purchases that included a specific local mansion,
a villa in France, and 6 cars. He said that he had planned
on running for governor of the state. Over the weeks be-
fore his admission, he said that he could not sleep and had
become terrified when he heard the voice of God warning
him of danger from the hit men who were ‘‘closing in to
kill me so that they could have the bank for themselves.’’
His diagnosis and medications were changed.

Case 8

A 40-year-old female, unemployed lawyer presented to
the ED frightened for her life and unable to stop sobbing.
She would not commit to safety saying that she deserved
to die but was afraid. She had tried to escape punishment
by not leaving her room for the past 2 weeks. She held
a strong faith in God but believed he had told her that
she would be punished and executed because she was
a ‘‘worthless failure.’’ She wanted to take her own life
rather than continuing to suffer the knowledge that
she would soon be tortured and killed. The patient
said that over the past several months, God had fre-
quently kept up a running commentary on her activities,
often threatening that her end was near. Because of her
extensive auditory hallucinations, especially of God’s
voice ‘‘keeping up a running commentary’’—one of
Schneider’s first-rank, traditionally pathognomonic
symptoms of schizophrenia3,14—she was diagnosed
with schizophrenia, paranoid type.

As her condition improved, she said that her father,
also a lawyer, had named her after a famous lawyer
and had influenced her to go to law school against her
wishes. After graduation, she was fired from several
law firms because of episodes of depression. She consid-
ered herself an overwhelming failure, having let God and
her family down. Over the past 6 months, she began to
believe that she had a special relationship with God to
‘‘save the world from evil’’ and tomake up for her failures
as a lawyer. As she became more and more involved in
charity work, she lost her menial but paying job and be-
lieved that another failure mandated her death. Because
of a history of hypomanic episodes documented by a sig-
nificant other and a family history of hypomania and/or
mania, her diagnosis was changed to BP-II, depressed,
severe with psychotic features. Lamotragine (Lamictil)
was prescribed with only modest stabilizing effects. De-
spite combinations of at least 3 mood stabilizers plus
atypicals, her condition deteriorated and became treat-

ment resistant and persistent with chronic cognitive
defects, especially poor executive function, preventing
her employment. She became so irritable that she lost
her house and family to divorce and alienated her once
supportive biological family. At last contact, she had
not been motivated to file for disability and may have
been forced to live on the street.

Case 9

This obese, 54-year-old, single, female artist from New
York City with a master’s degree in art history from
Tulane University was taken into custody in the Chicago
Airport by law enforcement officers after her loud warn-
ings of the imminent assassination of President Reagan
and herself. In the ED, she became aggressive and was
admitted involuntarily. Upon admission, she was fright-
ened for her life from ‘‘rogue CIA and Cuban agents’’
who she believed were plotting to kill her and the presi-
dent. God hadwarned her ‘‘in a clear voice’’ in the airport
that the CIA agents had followed her from New York.
The patient also believed that she received instructions
through the TV in the airport. She was diagnosed with
chronic paranoid schizophrenia because her records
revealed over 10 prior admissions with this diagnosis.
After several days, her fear was obscured by unchar-

acteristic irritability and anger. She did not sleep until
medicated with antipsychotic drugs. She revealed her de-
lusional involvement in an elaborate scheme that in-
cluded Fidel Castro, President Reagan, and the jewels
of the Queen of Spain worth ‘‘millions of dollars.’’ Her
delusions may have been seeded by the facts that she
had visited Cuba and Spain as a small child and that
a distant cousin held a position at the CIA. The patient
endorsed for the past 6 months a lack of need for sleep,
racing thoughts, irritability, and increased activities. She
had experienced similar grandiosity prior to past hospi-
talizations. She suffered with tardive dyskinesia, having
been given IM injections of fluphenizine (Prolixin)
monthly for over 2 decades. Again, her diagnosis and
treatment were changed on the basis of her disease-
specific grandiosity and other core diagnostic symptoms
of mania.

Case 10

A 62-year-old widowed, unemployed female, found on
the street inappropriately hiding behind a car and wear-
ing a white sheet, was escorted to the ED by law enforce-
ment. She appeared to be fearful and was carrying on an
incomprehensible, running ‘‘conversation’’ with no obvi-
ous interlocutor. She was admitted involuntarily. Her
daughter, a registered nurse, said that her mother feared
for her life from ‘‘anti-Jewish foreign agents’’ who she be-
lieved intended to assassinate her. She said that her
mother moved frequently, sometimes weekly and in the
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middle of the night. She slept on the street to get away
from the agents. She learned when she was safe and
when the agents had discovered her new residence by
way of ‘‘coded’’ TV and radio messages. The patient’s
daughter said that her mother had behaved in this man-
ner for decades. She was diagnosed with schizophrenia,
paranoid type.
Further history from the daughter revealed that the pa-

tient often did not sleep more than an hour or 2 per night
over months to years because she ‘‘had to write critical
letters’’ to her US government handlers. Saying that
she held a US State Department undercover position
as a ‘‘foreign affairs advisor’’ and was tasked for the
‘‘protection of the Jewish race,’’ she hadwritten hundreds
if not thousands of multipage letters to the State Depart-
ment. Her daughter described her as never depressed but
constantly vigilant, hyper, grandiose, and suspicious. The
patient believed that she had been involved in the J. F.
Kennedy assassination. Her diagnosis, too, was changed
to BP-I, but she refused medications and continued to
function in a chronic and persistently psychotic state.
Her life consisted of ‘‘corresponding’’ with the State De-
partment on a daily basis and fleeing from motel to var-
ious relatives’ homes and back again.

Case 11

This 36-year-old, multiply divorced female nurse was
brought by ambulance to the ED unconscious, after an
overdose on benzodiazepines. After 3 days on a ventilator
and 3 more days in the intensive care unit, she was trans-
ferred to psychiatry. There she said that she wanted to die
at her own hands rather than be arrested by law enforce-
ment, imprisoned, and sentenced to death in the electric
chair. She believed that her death was imminent. She had
suddenly stopped going to work for fear of being ap-
prehended and arrested. She had suffered several hospi-
talizations, with the diagnosis of chronic paranoid
schizophrenia, which was assigned at this admission as
well. Postschizophrenic depression was also considered.
The patient said that once her incompetence was dis-

covered by her hospital administration, she would be
prosecuted and executed for murder. She felt that she de-
served to be punished but was afraid of death. Her
‘‘crime’’ involved the death of a 4-year-old child suffering
from terminal leukemia and under her hospice care.
Upon careful questioning, the patient was admitted to
past episodes of decreased need for sleep, increased activ-
ities, racing thoughts, the ability to work 3 jobs at once
without fatigue, and poor decisions with dangerous out-
comes such as unprotected sex with unknownmen. These
episodes lasted several months and were usually followed
by severe depressions. Her diagnosis was changed to BP-
I, depressed, severe with psychotic features. Stability of
her mood required lithium, carbamazepine (Tegretol),
and lamotragine (Lamictil).

Summary and Conclusions

These 11 cases clarify the contention that delusional para-
noia can associate with a core disturbance of mood in
functionally psychotic patients. In contrast to the concept
of Bleuler2 and Schneider3, but as previously sug-
gested,4,5 delusional guilt, due to severe depression,
underlies the belief that punishment is deserved and im-
minent, but this is mixed with intense fear for survival
(figure 1). Cases 6, 8, and 11 are examples (table 1).
Just as psychotic depression can lead to guilt-induced
paranoia, manic grandiosity readily proceeds to para-
noia. Cases 1–5, 7, 9, and 10 demonstrate that mania
can lead to grandiose delusions of ownership of posses-
sions of exaggerated value that others want. The fear for
survival, ie, paranoid delusions, develops and escalates as
grandiose, manic patients begin to believe that others are
willing to inflict harm to gain their possessions for them-
selves (figure 1). The elevated significance of those threat-
ening, such as the Federal Bureau of Investigation, CIA,
Internal Revenue Service, KGB, the Mafia, God, or the
devil, is an indication of grandiosity and mania (table 2).
Although these cases presented over a 25-year period,

there are several commonalities (table 1). Each patient
was admitted while experiencing an intense, delusional
fear for his/her life. The majority were escorted to the
ED by law enforcement, handcuffed, or involuntarily
committed. Patient aggression and restraint were fre-
quently due to a broadening paranoia that the ED or
ward staff was part of the plot to kill them. At least 4
cases feared that they would be poisoned. Case 7 engaged
in coprophagia in order to get himself transferred to the
state hospital to escape the ‘‘infiltrated’’ academic ward
staff. Coprophilia and coprophagia, traditionally consid-
ered pathognomonic of schizophrenia, can occur in psy-
chotic mood disorders as shown in Case 7.18 Patient
focus, at presentation, was on self-preservation, and these
patients volunteered no mood symptoms, and questions
about mood were apparently inadequate. The over-
whelming paranoid psychoses consistently led to mis-
diagnoses of schizophrenia, paranoid type (table 1).
However, the acquisition of additional history by various
means in each case revealed fundamental mood-based
symptoms that led to the delusional paranoia and to
a change in the diagnosis to that of a mood disorder, se-
vere with psychotic features.
Despite Kraepelin’s recognition of a relationship be-

tween paranoia and depression,5 the influence from
Bleuler2 and Schneider3 resulted in the association of
paranoia and even depression with schizophrenia, not
with a mood disorder. The DSM still uses symptoms
common to moderate and severe depression, such as af-
fective flattening, alogia, and avolition, as diagnostic
‘‘negative symptoms of schizophrenia.’’ Patients with
‘‘deficit schizophrenia’’ and restricted affect may also
meet criteria for psychotic depression. Other examples
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of Bleuler’s2 and Schneider’s3 impact in linking depressive
symptoms to schizophrenia rather than tomood are found
in the ICD-10 and other literature that classify ‘‘postschi-
zophrenic depression’’ as a subtype of schizophrenia. The
hypothesis that this condition is a severe depression with
psychotic symptoms that are remitting, revealing symp-
toms of depression, not a type of schizophrenia, can be
tested. Cases in point are the diagnoses of postschizo-
phrenic depression initially considered in Cases 6 and
11. These patients subsequently endorsed histories of
manic episodes and thus warranted diagnoses of psychotic
bipolar disorder, depressed. Recent conclusions from at
least 3 groups imply that depression is a risk factor for sub-
sequent psychosis and a diagnosis of schizophrenia,33–35

not a diagnosis of a psychotic mood disorder, despite
the evidence that psychotic bipolar disorders usually begin
with depression.36 Depression is a risk factor for psychotic
depression and psychotic mania; psychotic thought pro-
cesses are common to severe depression and mania.37

Traditionally considered unique to schizophrenia,
psychosis, persistent cognitive defects, a ‘‘deficit’’ state
of restricted affect, and ‘‘downward drift’’ are now de-
scribed in severe bipolar patients, especially during de-
pression and even during euthymia (table 3).38–41 Thus,
as shown in the DSM-IV-TR ‘‘Specifiers’’ section in
the chapter on mood disorders, some patients with severe
mood disorders deteriorate and never reexperience

euthymia or a prodromal level of function (table 3).
Cases 8 and 10 are examples. This prognosis is not
typical of mood-disordered patients, and the frequency
of such a downhill, chronically dysfunctional course in
mood-disordered patients, is underrecognized. Case 8
is illustrative of the potential for a classic BP-I patient
to develop persistent psychosis without remission lead-
ing to a chronic ‘‘downhill drift’’ in society to perma-
nent deficit dysfunctionality with marked cognitive
defects.
This article concurs with prior conclusions that bipolar

disorder is often misdiagnosed as unipolar depression or
schizophrenia and that misdiagnosed bipolar patients are
underserved as demonstrated by Case 6, who was mis-
diagnosed for years with unipolar depression and whose
rate of cycling was likely increased because of the admin-
istration of antidepressants without mood-stabilizing
medications.7,8,15,36,42,43 Several cases, especially 7, 9,
10, and 11, were repeatedly misdiagnosed with schizo-
phrenia or schizoaffective because of their psychotic
symptoms and were given antipsychotic medications
without mood stabilizers over many years with sub-
stantial ill effects. In addition to antipsychotic-induced
movement disorders (Case 9), the rate of cycling and
the risk for suicide increase in misdiagnosed bipolar pa-
tients not given mood-stabilizing medications.42,43 The
use of antipsychotics in patients diagnosed with schizo-
phrenia is increased both in dosage and in time of ad-
ministration with greater risk for additional adverse
effects such as the metabolic syndrome and sudden death
in older patients.44,45

A canon of medicine holds that when one disease can
account for symptoms attributed to several, there is usu-
ally only one: in this case, there is substantial support for
the hypothesis that the disease is a psychotic mood dis-
order. However, paranoid schizophrenia remains the
most common subtype, and paranoia has been said to
be ubiquitous in all subtypes of schizophrenia,46 but
‘‘paranoid’’ delusions in functionally psychotic patients

Table 2. Symptoms Potentially Suggestive of a Psychotic Mood
Disorder, Not Schizophrenia, in Functionally Psychotic Patients

1. Paranoia (fear for one’s life: punishment, poison, torture,
execution)

2. Delusional grandiosity (valuable possessions)
3. Delusional guilt (past sins)
4. Persecution by high-profile groups (FBI, CIA, KGB, IRS,

God, the devil, etc)
5. Psychosis (both mood-congruent and mood-incongruent

hallucinations and/or delusions)
6. Atypical increase in goal-directed behavior/activities especially

involving ‘‘spur of the moment’’ decisions: religious, legal,
political, sexual, cleaning, phoning, writing, loud music,
partying, travel

7. Atypical increase in emotion: anger, elation, irritability,
intrusiveness, sadness, crying, suicidality

8. Absence of pleasure and/or emotion (depression): anhedonia,
flat affect, avolition, alogia

9. Behavior causing disturbance: police called, assaultive, loud,
neighbor’s complaints

10. History of major depression or mania/hypomania
11. Family history of bipolar or major depression
12. DSM criteria for bipolar, manic, depressed, or mixed
13. Good premorbid or current social life: school officer, sports,

gangs, dated, past long-term relationship, formally married,
children

Note: FBI, Federal Bureau of Investigation; CIA, Central
Intelligence Agency; KGB, (Soviet) State Security Committee;
IRS, Internal Revenue Service; DSM, Diagnostic and Statistical
Manual of Mental Disorders.

Table 3. DSM-IV-TR Specifiers for the Mood Disorders

A. Presenting state—for BP: manic, depressed, mixeda; for UP:
single episode or recurrent

B. Severity: mild, moderate, severe without or with psychotic
featuresa; partial and full remission

C. Course/onset: chronic (symptoms over 2 y)a, seasonal
affective D/O, rapid cyclinga (at least 4 episodes/y),
postpartum onset
(within 4 wk), with or without full interepisode recoverya

D. Features: catatonica, melancholic, atypicala

Note: DSM-IV-TR, Diagnostic and Statistical Manual of Mental
Disorders, Fourth Edition, Text Revision; BP, bipolar; UP,
unipolar; D/O, disorders.
aSigns and symptoms associated or confused with
schizophrenia.
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appear to derive instead from the grandiosity of mania or
the guilt of depression (figure 1). The ‘‘continuum the-
ory’’ proposes a single underlying process and variance
at a common locus in support for an absence of zones
of rarity between the traditional functional psycho-
ses.12,15,30,31,40 A rapidly accumulating molecular genetic
database from laboratories in both the United States and
United Kingdom substantiates genotypic overlap in ad-
dition to the phenotypic similarities noted above.20–31

These data invite the hypothesis that schizophrenia has
been confused with psychotic mood disorders and that
psychotic mood may account for most, if not all, of
the functional psychoses.7,8,12,13,15–19,21,27 Mixed states
of psychotic bipolar disorder are most likely to be mis-
diagnosed as schizophrenia because symptom severity
and chronicity of course are typically more severe, and
these mixed bipolar patients are more likely to be treat-
ment resistant. Such characteristics have traditionally
been associated with schizophrenia, but severe mixed
states of bipolar commonly demonstrate such symptom
severity, course chronicity, and treatment resistance
(table 3).
The core issue in the accurate diagnosis in functionally

psychotic patients is the attention given to mood symp-
toms vs psychotic symptoms in the initial diagnostic
interview. The traditional concept that ‘‘a touch of
schizophrenia (psychosis) is schizophrenia’’ may be
wrong and may warrant replacement with ‘‘a touch of
mood disturbance in psychotic patients is a psychotic
mood disorder.’’ In the absence of mood symptoms,
organic disorders may explain some paranoid presenta-
tions.47,48 Site-specific deep brain electrode stimulations
for the treatment of epileptic patients have implicated
specific brain areas as sources of paranoid ideation.48

Limitations of this presentation include the review of
only a selected, comparative literature reporting simi-
larities and overlap between schizophrenia and psy-
chotic bipolar disorder. There are substantial data
suggesting that schizophrenia is a bona fide disease dis-
tinct from bipolar disorder, but these results are extensive
and have been reviewed elsewhere.12,13,15,18,20,27,30,38,49–51

One group has questioned the validity of all research on
schizophrenia based on non-disease–specific diagnostic
criteria.7 Some authors have suggested that the use of
schizophrenia as a diagnosis be discontinued because
the diagnostic criteria of schizophrenia are explained
by psychotic mood disorders. Abandoning Kraepelin’s
dichotomy without observable pathophysiology is chal-
lenging despite his own reversal, but ‘‘the beginning of
the end of the Kraepelinian dichotomy’’ has already
been predicted.21 As previously noted, ‘‘Unfortunately,
once a diagnostic concept such as schizophrenia . has
come into general use it tends to become reified. That
is, people too easily assume that it is an entity of some
kind that can be evoked to explain the patient’s symp-
toms and whose validity need not be questioned.52’’
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